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(1) 



^ (57) Abstract: o-Anisamide derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 
human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
© diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
^ eral formula (1), pharmaceutical^ acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl. 



CH 2 CHXCOY (wherein X represents mercapto or S(0) n Me wherein n is 0, 1 or 2; and Y represents amino or hydroxy). 
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(57) gft: 

&ft&&frX'&Z^K**i'^-l>Mmmi£®.ib&®fo (PPAR) w 
C HI: PPAR ^ lb Hi: It d ti 6 S »J!g]fil*£^ttfmfc*0 

-$5$ ( 1 ) 



o 




(D 



[iCK R&£;u#*s/g N ch 2 chxcoy(c: 

:tXii^j^7 hiXli S(0)nMe (n=0,l Xtt 2)*, Yli7 ^ 
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&ffl S= 

0-7-^7; kimm* 

<*; (ppar) 4^(3 1 h ppar fEi&n^ ut ztitbom-zt z 

/*;i,**W--Ai8«IltiS£fb£gtt (PPAR) tt^xEW F£g 

^ — — y 7 u -njg-r § y #> 13 * 3 

^i(5)S^ri)A 3 t h d&h^ 0ijtiiiT*i5i^^nT ^z>(Proc. 

Natl. Acad. Sci. , 1992, 89» 4653) „ 3®|*J PPARa (£813)5 it© g 
ft 1I& © 1* v^Jlf II tt*^ H^&^T^Sggitf 

R#>S>ft {Endocrinology, 1995, 137, 354) s JtJKit©ft§it ^Iffl 

> ^ * r u # * > * y ^ - ) stf^u^fn-^^ffii 
ifcftiftHitsTJii y (ak aik ci in aef© 

«3S%jE^>^t3#JflIUT^a« Sfc PPARr&fliMBSt-ii^bT 
^xmWjMMOfriblzM^ It V>£ (J. Zipirf. i?£?s., 1996, _37, 
907) I? PPAR C§7>fV7 7-Aii#^Oi?§^iiiI(:i5^t1ti 
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IC, PPARa©y -^7-) hT^^(4Jp|^tC#^W(*>ttlfiJ»jfilffi 
T&D (J. if/oi. CAein., 1998, 273, 29577) N PPARaOrStt^b 

# PPARytr&tK PPAR? CDfe^rS^b & d #¥PJ1 b 

X&*) ( Endocrinology. , 1996, 137,4189, Cei7. , 1995, 83. 803 R 

813) PPARr (Dftvinb t!&>m&Tftm tommtf® < ^mztix^ 

-2) o 

z<D£?t£ ppar h ^ a !&^e^©#if££%ji:-r s tth ppar £ 

PPARaOD'j #> Kfc bTPPARa£ttlTSg!Wtt££-r3{bl^J: 

( 8-HETE) 8-b NJf>x^1f^^ i>| (8-HEPE) 
g^nt^S (i>roc. to£7. 4cad. Sci., 1997, 94, 312) 0 

5*Ot'fe5, £fc ??klaftm<fmit^tZ>lh&®)t lilt 
W0-97/25042 "tST>* W0-97/36579 £ *XT ^ § # N Mftfc 

*^0JHb£ti^&1lfi££fUc <r 3 h h&tc, LT 
< ?i^T-{i^^oPPAR7^itl^ffl^^-r^^^tJh UTl±, 
#^Bg 60-51189 61-267580 ^RVftmW- 1-131169 

ft***Bj§rt;£^fcii#££ liter 5o 
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|g 0J3 © BB m 

Sfv Ti2-j$5S ( i ) -?^£ft£ 0-7^^7 KSlUfr^ftiifc 
b h PPARfls»flsffl**r UftWte£flt?&*3ltfc l/t*fflt*5Ci:4 

BP^#^0JI{i, -iftS ( l ) 



[5t^ Rii*;i/^^^l N *;u^^^>^ CH 2 CHXC0Y ( c c 

T?Xli^;^7 hSXIi S(0)nMe (n=0,l XI4 2)£> Ytt7^S 

% © 31 #J ±§fg £ ft 5 V £ * ©7j<fP tJ t- * 5 o 

#$6lHtC:fctt3-jft5£ (1) T*lt;*ft5tf;£tl©3i#J±fFg£ft 
SJt(i-fi/S©&©T-&oT, &JI^J;t&*T;u£ U&JBU& (th'J 

*&BJ!£:£(j-3-flS:5t (1) ©*R# CH 2 CHXC0Y T-£31b 



o 




0) 
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a attest < zfam&ft&^ztizv, :ti^oi 
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(1-a) 



(1-a) 




(1-b) 
R2=C00H. CHjOOOH 



Itoerweln 
Arylationfifc 




(R4=alkyl. 

aralkyX) 

0 



NaO 



NaSUe 

XttKSAc 



(X,=CI,Br) F i C 




(X,=CI.Br) 



NaSUe 




CO^ 



<1-d)(X=SUa.SAc) 



(1-a) 

1 ) mt 

2) in*#* 




o-f) ^ =SH - S «) 



d-f) 



S(0)nMa 

(n=1. 2) 
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W*>. (1-a) t^^ift^tttt, iBt^lfciflf* 

tt S' * n ;u a ;u # $; >r ^ K , l-[3-( *>* ^ ^ J )7 o b 
;i/]-3-x^;i/*;i/^ *j <{ Flil^>7; U >^^x^;u^>*7 x 

S£ Uli, ffi|jt«2k»^b^- h u * a«©t;i/* U £Jl7.kiHbtis 
jkk* y ^a^ot^* y&jRftRSL xtttrys;>, MJxfji/ 

7 5. >«©£«££#<&# U5o iiMJh bTfi, N-b Kd**> 
h U 7 y - ;K N- b K D * * £ i/ > -f ^ K 3,4-$/* b K D 
-3-b h* u*l/-A-** V -1,2, 3-^ > V* h U 7 > $ ft* t> ft 3 o 

y^-^^>, N,N-^^f/i/*;i/A7^ Kg*©"FrS£ig&*> Slh 
btlt 0y*«7kKft^ MJ £ a$©7;u* y &jR*&fb$k 

* U ^A^POT^* «J^JRjKR«, yttl^'J>y>, MJif;i/7; 

>^©w**m£©#£TXfci##£Tflffi-r s 3 

$k *;i/# = ;i/>f*^vr-;i>*#&tf&ft5o SjiSiSfStt btit 

zizmykfrMtz z t iz & >) mmx # s 0 ipt^ ri#* 

* y t i*,&4tm.mmfc®&m^xx% zw,* d Ag-^ffl© Jones 
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Kit &Z>mfc&& £ b^ 0 £j&Mftf*N ^K^T-^iatfff $ b^o 
R 1 #S/7^f^Oi^ It> ffiS^ffl^Tff a 

ffl^*;w^-f ;i//^;i/£tg&&2kK'fb* h U ^ASfcttTkK-fb 

x *y-;u$) t «fc »> HflSf & £ h # T- # 6 0 
-ISSU-d)©* X 2 *M ;i/ ^ * * Tf * S ft,£tJ&T>*( l-e)T: 
£ftMb£tJlis-J&^(l-aK-a£ft3{b1^©^R 

#2ET t?SEE~329kPa t*3i7cT / #( 1-c) t b fc£ * ^ iWW > 
7 'J 1/ ^> a XMeerwein Arylation)SJfo £ fj It NaSMe 
ffl$Ht^3i:tJ:l9^ii1-2>3^^T-t?) 0 IP^^^'i > ;i//W> t 

>J 1/ s XMeerwein Arylation)£/fol±> M7ZLT ft % tifzT K 

sfaz^mmm, mm* * ; x* * -j^ct;^-;^, 

JSIfK &Rx ll<b7j<liS^©7ND>r Xb7kffl#£^ MiSK^r- 

'J A^CDffiffiRfRt «fc t> ^7^lf;i, 7* iJjl/7^ FXI17 
^'JMi^rJl/ (^f ;k xfj|/Xli^>^Jl/xXr;i/f ) ©# 

six fttttftottftg-fix *ft*-afis©»-«tt[jss^ffl$* 

S:kt«fcDff5Ci:tft#5. niztj-frf-tih&s NaSMe #S 

Ts mm** j x* j -tomoT to-3-to^wk 

^ #Df&~i§$St-f 2) d t J: (5 aHgf* d #T? # 5. Xxxril' 
#-C*£(l-e)tt, TkiMb Uf-^ As TkiWb^ h 'J ->A, *iMb* U 
^M?oSlX(i«i, Ii^©i©^$T, £U~bn%<mwi(DU 
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(1-c) tjfrrtjy T 7 U 1/ -f i/ 3 XMeerwein Arylation)S*B S 

— jftS(i-f) x 3 ?-)iz)i7 << * ;w * ;i/ # ~ ;i/ 
t? * § m t>*( i-g)t- a £ ti % it&mit , % ti * n*§ m t a -j&js 

(l-d)0*X 2 f;i/f^SSlF(!-e)l!i^n5 £SlR4btl£ffl 

a r ft tit it lis mmfcfcmyk, mzmmms mmm.s 

«Jfg^b^f-l/>^ #PD*;i/A x WRx^l/S?^ *^T-1SI: 
zkIHb»;^ A, TkiHb^ h »J ^A, TKRflS* U *A3?©JfigXfck 

ts: tizx offllts*;i"i?>8ft(i-g)(:»< c # Sole) 

(i-d)©*x 2 #T-fef-;i/gi:<& &{b&to&&Wt<b 'Jf^A, TkRfc 
tF'j^A, TjcRfc* ^ a, Ty^-zfoiixiisi, b&r 

*) m^t z> * h * ? v mz.m < z tit-?: % z> 0 

SCX;b7 -f -;i/flt(l-f,n=l)k:M l e)nS4(*:Rttf*:t4x^?FKft. 
^JAIi'T-*- t**(Davis)!£li ( J. Aw. Chen. Soc, 1992, 114, 1428) , 

(3 «£ o T * ff § £ # T* § S o 
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% BJJ £ tl £ & <D X' & tji w o 

(mmm i ) 

4-^ h * *>-3-[N-(4- h U 7;i/tn^f/l/'Oy^)*;i/^t'f/l/] 




5-*;i/ ^ ;U-2-^< r**>£A#K l.OOg, m-fb^^l^> 50ml ©» 
h U ^ > l.OOmK ^ p o Mm*- ? )l 0.60ml 4 tin 

x. \ ^*ST* 1 5 #F^}f # 4-MJ7i^D^f;K>^^7 
S > 1.17g 0JHb**-U > 10ml »fc£2ra*.x*£M-C 3 BSfSif # 

JESSUfco f|f.tlf:S^3!37A^D7F^77^ - ( */ 'J * ^ 
;K ^^l7->:»Kxf-;i/=l : 1 ) i/x^^x-^^- 

mm*-? )\s-^*v><DM&®m-z:m&m Lm&&mt u i.46g 

©5-*;U * ;U-2-^ h **>-N-(4- h 7 )V*U * ?))/^> 
tikti 116~117°C 
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Ttmftffim (%) c 17 h 14 f 3 no 3 

(%) C, 60.54; H, 4.18; N, 4.15 
HiJUl (%) C, 60.80; H, 4.09; N, 4.28 

2KftTx5-*;i/ * ;i/-2-^ h *^>-N-(4-h U 7 fr^u £ ^-ft^yv 
il/)^>X7U* 500mg (C T-fe h > 20mk ^ a - > X( Jones)t« 
0.5ml ^j)DX, 2 5#P^Jf#, ^ {3 V a - > X ( Jones mm 0.2ml £ 
flDx. 3 5 frmmW bfco SJtSSStZ* 100ml V > ('J> 

S©7-fe r >j&n*.fc) 100mlx2fffltiibfeo ^HM £g&#n:£}M7k 50ml 

•cam a, i^tth^A-cejibfc. ®mzm&%£, 

htz&$ % * ? & * v v h ? ? 7 j - y % v j\, ^mit * u > : 

pi^y-;i/ = ioo: k &m\z*$ ;-)mm) x-mmm. ^*v> 

-T-tr h >xm&& Laifttf£ 6&^H^ It 270mgi i # fee 

jHi£ 235. 5-236. 5°C, Kft##f1il m/z 353 (M + ) 

7cJ!t#*rte (%) C 17 H 14 F 3 N0 4 

H-gfil (%) C, 57.79; H, 3.99; N, 3.96 

£3HB (%) C, 57.99; H, 3.95; N, 4.01 

(mmm 2 ) 

4-* h *i/-3-[N-(4- h U 7;i/^-o^^;i/^> >f x 



0 




&£0<2 5-i/7^f;i/-2-^ h *is%mwm 2.55g £ v * 
)V h T X K 50ml x 4- h 'J 7 )]/ ~t u ^ ^ )]/ y 1/ )\/T K > 2 . 57g % :> 
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7>"J >l^xfjl/ 2.66g N h U xf jl/7 5. > 2.00ml £ia**#T 
Ififfib^o ^^IM^tK, *^TflS«lAtt*Tft»l/fc*> ft* * ft ft 

;i/x-^;i/T'££flfl^ Mllfe^iillT 4.44g © 5->>7y^ 
V *v-N-(4- h 'J y )l*n * f-M>y;pH>X7 ^ K 

MkjA 124~125°C 
7clt##fiii (%) C 18 H 15 F 3 N 2 0 2 

(%) C, 62.07; H, 4.34; N, 8.04 

mmm (%) c, 62.03; h, 4.27; n, 7.99 

5-i/T S ^^-)V-2-^ h^rS/-N-(4-h »J 7 ;U ^ P * ? )l^< > V JV ) 
^>X7; K 484mg 13 x* y lOmh SOftjIftfcTkf^Jc 0.6mK0.1 
mol/1 TkSHb^ h'J-^A 5ml £j]D;tv 5 0°CT- 1 B#fgii#&, ^JS 
30%MMib7km7k 0.6mK 0.1 mol/1 zkiHb^ h U 7 A 5ml 5 
0°CT- 3 O^F^H^Ufco &£&$£7.M3&£ N gmx^T'JSttS. 

^?7>f-(^'J A^JWlib^f 1/ y.* $ J -;i/ = 100: 1 ~50:1) 

t?3BI« l^ifeSB B B ^: Ut5-*/^^^Mfik2^ h *i>-N-(4- 

h 'j7JVtn^fJK>^jl/H>X7^ K 318mg £ f# 0 

ffij£ 192~193°C 

7G*#flf«I (%) C I8 H 17 F 3 N 2 0 3 

tHlffi (%) C, 59.02; H, 4.68; N, 7.65 

HS'lffi (%) C, 58.87; H, 4.56; N, 7.63 

5-7a;u7\-^e 4 f-;i/-2-^ h *^>-N-(4- h y 7;^n^fjK> 

y;H^>X7 * K 700mg Ci^-ib 21mK 1 mol/1 7km<ti- h 'J 
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£ Azk&$ 7ml l 8 ftfflftaaftjim b o S^^^Tktca^, 
t1^x^;i,-efti#K MtC7kM£ 2 mol/1 pH 1-2 tci^^ tfc 

u ytn&ik l^ as^ii^ its &tr ^ 435mg %m tzo 

167-168°C 

jtmftffim (%) c 18 h 16 f 3 no 4 

H-^r^i (%) C, 58.86; H, 4.39; N, 3.81 
(%) C, 58.72; H, 4.34; N, 3.86 

(mmm 3 ) 

5-[2-*;u/\-^>r;i/-2-(^5 L ;i/5 L ^)x^;u]-2-^ hdr^-N-u-b v 



0 0 




2-^ h **>-5-- h n$E#^ ll.2g(Dmit^^ U > 35ml 
iz***f 'Jj^D U K 35ml Sr> N >^^^*^A7^ H 1 r^^Jnx^ 

7* ^ h* 150mK h U xf;i/7 ^ > 15mK 4- h I) 7 D ^ ^;i"^> 

^ > i6. 9g £#q;u ^tat- 2mmmn vtzo s^M^TMca 

^^x^;UT-ffi£ii Ltz 150mlx3 o ^IglJf £7.k, ffiWAfflzktf* 
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WLLtzo mm&&&t It 2-* h*S/-5-= h D-N-(4-h U 7^* 
P p< ^;K>^jl/)^>X7 5. K 26. 6g £f# tzo 
J&& 108~109°C 

itmfrffim (%) c 16 h 13 f 3 n 2 o 4 

tf-JHB (%) C, 54.24; H, 3.70; N, 7.91 

mmm (%) c, 54.27; h, 3.73; n, 7.98 

jK>^il/H>X7 ^ h* 26. 6g \,zmm^3-)l< 270mk lOV^S^ 
AJ^m 2.6g £2)D;Lfc&, *H#XiE&U *^*^tf fflmT^StC 

5-T ^ y -2-^ h =*$/-N-(4- h 'J7i^D^JK>y^h>X7 
=• h* 24. 5g *mtzo 
M& 115-117°C 

Ttmftmm (%) c 16 h 15 f 3 n 2 o 2 

fl-gtf (%) C, 59.26; H, 4.66; N, 8.64 
$81* (%) C, 58.96; H, 4.57; N, 8.68 

5-T K J-Z-* h **>-N-(4-h U 7 jl/tn^f iV^>^iVH>X 
T 5. K 2.26g ©T-b h > 27ml RTf /■ * J - )l 11ml ig*££zKtf*T^ 
47XJMb3lcJR»teJ* 5.6mK ffi«8K± h U £ A 540mg^ 7.k 2ml £ flD x. 
1 0#H&#bfc o SJfo&lCT* 'J;i/7- ^ h* 3.00g £#0X. 3 0°C£ 
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(4-MJ7;VtD^;K>^;i/H>X7^ K 1.55g £f#fc 0 

gk^ 192~193°C 

7C*^«f* (%) C 19 H 18 BrF 3 N 2 0 3 

ffl-JUB (%) C, 49.69; H, 3.95; N, 6.10 

£81 {I (%) C, 49.65; H, 3.82; N, 6.11 

5-(2-7*n^-2-#;w\-^ jnf;i/)-2-^ h *i/-N-(4-h u 
tD^ fJK>y;i/)^>X7 ^ Y l.OOg Cx* y — )l 60mK NaSMe 
200mg fcira* 3mmMmW&, -W&SfcilLfco JS«$»ESibx 

m$ zti? u^? h 7 * - { v ti v )i s ^*v> : mm*- 

^;i/=l:6) -CflfSIU IS^ih IT gWH 865mg %mtz 0 
m& 152. 5-153. 5°C 

Ttmfrtitm (%) c 20 h 21 f 3 n 2 o 3 s 

ft* fig (%) C, 56.33; H, 4.96; N, 6.57 
HflJtt (%) C, 56.42; H, 4.97; N, 6.55 

(USS^J 4 ) 

5-[2-# >urt* 4 )V-2-(* f ;m;i/7 -r -;i/)x^;i/]-2-^ h 3^>- 




5-[2-*;W^ 4 )]/-2-(* ^)l^^)^^)l]-2-^ h 3^>-N-(4- h 
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■J 7jl/^D^f jK>^;i/K>X7 ^ h* 639mg£JI'fb^ * 1/ > 70mU 
mCPBA 368mg £ ?k ft T flP * 3 B#|fflat# t fco £Jfo$ fclSfnElTk, 

;i/s JMft^UV : * *? J -;i/ = 50:l-20:l) T**figU 
h b"t gS« 486mg £f#fc 0 
flkj& 170~171°C 
Tcm^tf^ii (%) C 20 H 21 F 3 N 2 0 4 S 
'ff-gfll (%) C, 54.29; H, 4.78; N, 6.33 
Hffltt (%) C, 54.11; H, 4.72; N, 6.40 

(mmm 5 ) 

5-[2-^;i/^* ; t^ ;i/-2-(^ f-;i/^;i/^-;i/)aif-;u]-2-^ h^^>-N-(4- 
t>'j7;Vtn^JK>yjl/)^>X7; K 




5- [2-* ^ ;i/-2-(^ f;i/7;i/7>f-;Hxf;i/]-2^ h =^> 

-N-(4- h U 7 )\/*U * f jK>yjl/H>X7 ^ K 274mg (C Hft p< 
1/ > lOOmK mCPBA 155mg £;ta;L 3 B# fS If # U fc „ £ Jfo $8 13 fig fil M 

V> : ^*y-;u = 50: 1-20:1) T?»«H U M&^JI*: UTBWft 
201mg £f# feo 
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HjA 219~220°C 

Ttmfrttm (%) c 20 h 21 f 3 n 2 o 5 s 

fftJHI (%) C, 52.40; H, 4.62; N, 6.11 
(%) C, 52.24; H, 4.52; N, 6.09 



(mmm 6 ) 

5-(2-*;i//^-f fl/-2-* 7* hxf jl/)-2-^ b 4r$/-N-(4- h U 7 




5-(2-7D€-2-*il//H^f ;i/xfil/)-2-^ h *i/-N-(4-h 'J 7 ;i/ 
^•D^/K>yjl/)^>X7^ K l.OOg t:7;i/3>fHITsr h 
7hFD77> 80mk ?-*%tmj] U 7 A 368mg tJD ^ 6 B$fflg&ft 

Hi: it 5-(2-T-fe^;i^;t-2-£;w\-^ -r ;i/x?-;i/)-2-* 
h^r^>-N-(4-h U 7;i/tD/f Jl/^>i;jl/)^>X7^ K 904mg£f# 

it£ 159~161°C 
7C*^«f« (%) C 21 H 21 F 3 N 2 0 4 S 
IfiHI (%) C, 55.50; H, 4.66; N, 6.16 
(%) C, 55.32; H, 4.58; N, 6.18 
5-(2-T-fe^;i/^^-2-*;i//N* ; E^ ;nf;H-2-^ h **>-N-(4- h 

ij7J^O^JK>yjl/h>X7; K 300mg td ;i/lf > H OB N 
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&m-7>*--r*9;~-)i' 30mi 3 m t tz 0 mm % 

Kj& 159~161°C 
^mfttifm (%) C 19 H 19 F 3 N 2 0 3 S 

fj-g{g (%) C, 55.33; H, 4.64; N, 6.79 

nmm (%) c, 55. 08; h, 4.63; n, 6.82 

3 _[4_^ h *->-3-[N-(4- h U 7 ;U^n fr'^EJ 

)i7 3L=.)i]-2- {tz-fy?-*) ruvtym. 




5-7 ^ J Y **>-N-(4- h ij7;bt0^iK>i/jl/)^>X 

7 5. K 17. 3g ©7-b h > 170ml JkU * * J -)]/ 85ml ig$£*-lgi£ 
£P Tn 47%^^b?J<m^^M 43mK M58i^ h V £ £ 4. 15g (D&mWi 
17ml £*[];L 1 0#5M#bfc o &fom^7>7 *) )im*3-)l 26ml £ 
fin* 3 0°C£T-ML£&, »fc!6-M 1.04g ^>bfoli[!^ M 

4o~5o°ct- immmmmwLtzo ?§i^iE®su ££££ 25% 

bfeo IftWfilgiifcUT 2-7Pt-3-[4-^ h*^-3-[N-(4-h V 7 
;i/ P * 9 )V ^ > V )V ) ] £ )\s 7\* =E <i )V 7 ^ ~ ;i/ ] 7" O £ # > g£ ^ ;i/ 
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x^^;i/ 10. 3g %mtzo 
m& iio~ni°c 
ftmfttifm (%) c 20 h 19 f 3 no 4 

MtUm (%) C, 50.65; H, 4.04; N, 2.95 
HiJtfi (%) C, 50.74; H, 3.86; N, 3.05 

2- 7D^-3-[4-;< h *:>-3-[N-(4- h >J 7)l*U* f- ;i/ ^ > :>* ;i/ ) ] 
*^H^b7z-;HrDK*>I^JH7r;i' 2.00g IZMtK 

lOOmK NaSMe 380mg *m 5L 6 B#F^ ADg&Sftt b o 

: imx^;i/ = l:l) T-iib, bT 3-[4-/ h 

* >- -3-[N-(4- MJ7 d p< > y ;i/)]*;i/7\*^ >f ^7i- 
;H-2- U^JU^tf) 7*d ^^>^p<^;i/x^7 i ;v i.23g ^fffeo 

IS ,6 127~128°C 

TulH^flftii (%) C 21 H 22 F 3 N0 4 S 

if- 3? fig (%) C, 57.13; H, 5.02; N, 3.17 

mW\m (%) C, 57.01; H, 4.91; N, 3.19 

3- [4-p< h f> -3-[N-(4- h 'j7;i/^D^;K>^il/)]*i^t 
-f Jl/7x-Jl/]-2-(^f ^f^)7Dl^t>i^f jl/xXril' 300mg 

7mK TkiHbU^A 33mg <D7k&$ 3ml im 

m$ lZ7k%Mz_, yx^^x-r;K*S^Lfc„ Tkjf £ 2 mol/1 i& 
»T? pHl~2 tdlBSa. vxf-;Ui-x;i/T-ffltfi bfeo ^*&jf £7k#fcb 

f;g B B a ^*t>-7tl> 7t'SSi U&tfiJfgfi*: bT @l$$J239mg 

S»fco 
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tt£ 170~171°C 

jtrnfrtifm (%) c 2 oH 20 f 3 no 4 s 

IMItt (%) C, 56.20; H, 4.72; N, 3.28 
£38 IB (%) C, 56.14; H, 4.56; N, 3.20 

(mmm s ) 

3-[4-^ l> * *>-3-[N-(4- h U ^^^-D^f-^^O^^)]*^/^^ 



0 0 




>f xz;i/]-2-(^fjl/ft)7D Etf>&1.00g£T-feh> 20mK 
t>'»7D ^ K 600mg;Rtf&K* 'J £ A 490mg £ #0 ;i 1 ftHifflfft 

;i/ x ^\^rit>:^x^;i/a:-7 1 ;i/=5 : 1) t'iib, ^ * it > - 
i/*x^;i/x-^;i/T-^a B B ^ Ufc^x 8ft £LX 3-[4- 

^ h *S/-3-[N-(4- h U 7;i/^n^;K>i;jH]i3iW^^l/7i 
x;i/]-2- (pi^^f-^-) 7*D t3t->^^>^;i/x^^;i/ 1.13g %m 

m& 77~79°C 

7C^^«ffll (%) C 27 H 26 F 3 N0 4 S 
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(%) C, 62.66; H, 5.06; N, 2.71 

mwm (%) C, 62.72; H, 5.06; N, 2.76 
3-[4-^ h **>-3-[N-(4- h U 7 o * > )]£ 

(DMfc* 3- 1/ > 20ml illZ^K^Ts mCPBA 429mg £#D;L 3 0 

^n?h^77^-(^'J ^3 ^^^m-fb p< 5^ b >: ^ 7 7 -;i/= 100:1) 
T-*I^U tLT 3-[4-n^r^>-3-[N-(4-F'j7;^ 

;i/)7D tt>i^>«> , Jl/xXfil'0^77r I/* "7 — *I£$f915mg 
§ifeoIOi/'77Tl/t -?-*gi£^£^ji$#7 O"^ h 7*^7 -f - 
{±=7 h : Inertsil ODS-2, ^Ai&jg : 25°C, if£i&*§ : h- 
h U;u :#RU >R(1-»1000)=1:1, 7.5ml/miiu : 240nm) 

;i/ = ioo:i) -easi, hit^ittfto'o^ji'xx 

x;H* 383ig S^<Sfii(4<*:©^>^;i/x^7 i ;K*: 514mg £f#fc 0 

i^}It£ft©^ > y/l/X7x T^l/ffc : 400MHz , H-NMR(CDCl 3 )(5 :2.55(1 
H,s,SOMe), 3.32(2H,d,J=8Hz,CE,CHS),3 79(lH,t,J=8Hz,CH 2 CHS),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J = 12Hz,OCH 2 Ar),5.2 
2(lH,d,J=12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26 - 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),&.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

MfrMmnafrffi Ci 7 H„F 3 N0 s S(MM):fh*ft :534. 1562,*JJg«:534. 
1592 
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fiMI4^©^>^;i/Ji^^;i/^:400MHz 1 H-NMR(CDCl3)d x :2.60(lH,s, 

SOMe) J 3.26(lH,dd,J=10.4,14Hz,CH 2 .CHS),3.35(2H,dd,J=4.4,14Hz,CH z C 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH 2 CHS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH 2 N),5.13(2H,s,OCH 2 Ar),6.86(lH,d,J=«.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=:3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

MfrMmWmfrffi C 27 H 27 F 3 N0 5 S(M+l):H-^iit:534. 1562 N «iJ^^:534. 
1562 

ft$LLXmt>tltz3-[4-t b *S/-3-[N-(4- h U 7 t?)],^ 

^>|^>^Jl/x7f^ (i^}It£<fc©^> ^;i/x^ 370mg 
(CT;i/Zf>^^#H^,Ts x^y-;i/ 20ml R1F 7.5%^? kfii 

mmmmm&)ioQmg zjjuz, 7kmi3zwwkbtz&, mu^mx* 
^)ioom g zmz. 2mm, 7.5%^^ hmmmmmm^mmz * 
mzMMLTVkg, MmzmmmmLtzo mztitzmz z*^ 

P7K7 7^-(>>iJ 3- \y > :Mxf-;i/ = 50:l ~ 

JMftp< : * * - : #K = 50:1:1) Lfc^ 

K^-rfr-T-t b y-cnfambs m^mm thx 3-[4-^h^^> 

-3-[N-(4- h U 7 d ^^)V^yi/)\^)]ts)vn^y( )iy - ;i/]-2- 
135~137°C 

^?M7D? h^^^^-^EiSi^ : 99%de ; ±^ L 

Inertsil ODS-3, 0 4. 6x250mnu $J£$:1 240nnu ^ft 1 .Oml/min,^ 
7t h-h 'j;i/:f|?y >^7K(1-^1000)=45:55, * 5 A^jg 

30°C) 
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Ttnftmm (%) c 20 h 20 f 3 no5S 

IMF It (%) C, 54.17; H, 4.55; N, 3.16 
H$JH (%) C, 53.94; H, 4.51; N, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)d : 2.66(lH,s,S0Me),3.05(lH J dd,J=5.5, 1 
4Hz,CH2CHS),10(lH,dd,J=10 J HHz.CH^CHS), 3. 85-3. 93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N),7. 10(lH,d, J=8.5Hz,ArH),7.37 
(lH,dd,J=2.4,8.5Hz,ArH) J 7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 
Hz,ArH),7.70(2H J d ) J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.10(lH, 
br s,C00H) 

mmizLTfrmLxmt>titz3-[4-* h*v-3-[N-(4-h g 
#) 480mg £ji^ft£ji&^>^;Mb-r3 c ^ fc j; m&mih tvx 

3-[4-p< h ->-3-[N-(4- h D 7 P * ^ > V )\, )]£ <i 
jiy x - ;i/]-2- (^f JM;i/7^ji/) 7*d^^>^ (i£}H4#0 
270mg £f#£ 0 

127~128°C 

MftMmWmfrffi C 20 H 21 F 3 N0 5 S(M+1 ) rif^fie :444. 1093. 
11:444.1090 

400MHz 1 H-NMR(d 6 - DMS0)d : 2.68( 1H, s, SOMe), 3. 02( 1H, dd, J=10, 13 . 
8Hz,CH 2 CHS),(lH, dd, J=4, 13.8Hz,CH 2 CHS),3.86-3. 91(4H,m,CH 2 CHS, 
OMe), 4.57(2H, d, J=6Hz, CH 2 N), 7. ll(lH,d, J=8.8Hz,ArH),7.38(lH, 
dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 
rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t ) J=6Hz,C0NH),13.22(lH,br 
s,C00H) 

Inertsil ODS-3, 0 4. 6x250mm N MfefcM. 240nm, ffi.M 1 .Oml/min,^ 
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mm T-fe h~ b y;i/:#*y >i£zk(1^1000)=45:55, #5? A&jg 
30°C) 

(Hffi^J 9 ) 

3-[4-* h **>-3-[N-(4- h y 7 JUtf D * ? > JV )]£ 




3-[4-* h *i>-3-[N-(4- h 'j7WD^jH>^;i/)]i]jl/nt 
'f;i/7x-;i/]-2-(^5 L ;i'ft)7 , Dtt>i^f-^x7r;H.50g 
0M^fl/> 30ml ?g?££7.k#T^ mCPBA 800mg ZtiUz., 30 ftmffi 

^D7^77^-(>>iJ ttffy.Mib* 3- \y # J -;i/ = 100 : 
1 -50: 1 ) X-mm> m&&mt bX 3-[4-t h *^>-3-[N-(4-h y 

7 -;i/)7n e# >^ z-frjLTsTfrl.lZz £ n feoff fcftfc 3-[4- 

p< h =^ri/-3-[N-(4- h 'J 7Jl/tD>!f jK>^;i/)]A;W\ ,; E^ ^7 i 

-;i/]-2-(^ f jm;i/7 >r 7*0 ^ ;i/ x 7 x ;p i.02g 

©iMfl:;* f- 1/ > 20ml $§&£*iftTx mCPBA 550mg fcflP;?., 7 

^z-vy-mm^T-frxn&iks m&m&tLx 3-[4-* h*>-3- 

[N-(4-h y 7 ))/* u * 3- V frrt^ 4 xn;i/]-2-(^ 

f-frZJl 7*D ¥X fiH7ril/ 750mg £f# fc Q 
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jtfcjft 144~145°C 
7C*£*f* (%) C 21 H 22 F 3 N0 6 S 
fHEfl[ (%) C, 53.27; H, 4.68; N, 2.96 
(%) C, 53.12; H, 4.48; N, 3.00 
3_[4-^ h 3r S/-3-[N-(4- h U 7 ;i/;fr D ^ > i/* ;U )]£ 

;i/ 300mg tSfrl/, 1 mol/1 7km<t± h U £ A 7k 

0.7ml fcinit, 50°CT* 1 BSiafln&fltJ* b fc„ 
^if;i/x-r;K-a?llfco zkJf £ 2 mol/1 pH 1 ~ 

2 b, tt<b^^i/>tcrWittIbfco ^J£JI£7k, ta^^mzkr-Hi 

bT 218ng©BfcJ&£ftfc 0 
gi^ 158-159°C 
7G*#*f* (%) C 20 H 20 F 3 N0 6 S 
ff-gfi (%) C, 52.29; H, 4.39; N, 3.05 
HSflU (%) C, 52.11; H, 4.20; N, 3.05 

(umm i ) 

lOXO^fl&jlEJfiLiS Ham's F-12 ^J&H X b fc CHO ^HflSiC. SlfJ 
GAL4 © DNA b h S PPARa&tfr © U #> h* 

{Biochemistry, 1993, 32, 5598) k. <DMG * > * 
It5^^*77^> h* , GAL 4 tiDfttflj$n5*^^^'>7i 
^-■t? S K(Promega tt )R 1*1 SBlfip LTO 

;yO^;i/ > >7i7-t'77X; h* (Promega tt)S'J^7i^ h 
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is K(DMS0)tw»»b& (DMSOgi&Sitjg 0. 1%) tiL&ifcGVoR V »IX 
fcUBflgbfc^fi&JiaJfil?** lOX^fc Ham's F-12 J3%T?III8!! bt Jg* U 
2 4l$Mfc£;i^>7x7-tf JStt£*|£Dfco IS**atz^Ufco 



PPARa 



^ so ( ,umol/l) 



3 2. 1 

7 1.2 

(85)-HETE 1 . 3 



t h PPARMiStt S^-T -5 Z bWW Zfr £ fritz oZ ti?> (Dib&Va 



WO 01/21578 



PCT/JP00/05950 



26 



lit h ??AKtf®mt bx, ppar ifim^-t hm^Mm^mmm^o 
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i . -tta ( i ) 



o 




(D 



[S + x Rti*;!/**^^ + ch 2 chxcoy ( 3 3 

T*Xte,>«;i/;fr:7*hgXtt S(0)nMe (n=0,l Xfct 2)*, Yli7^ 

*®ii#j±ff gsnsEEtf £*©zk*n$fo 

2 . 4-^ h *$/-3-[N-(4- h U 7 n p< ^ > v ;i/ ) ] £ ;i/ A^e 

3 . 4-p< h *>>-3-[N-(4- h U 7;U# D ^ ? )]/ ^ > ^ )l ) ] t> )l M ^ 

4. 5-[2-*;i/7\*^ ;i/-2-(p< f^f*)xf^/]-2-> h*:>-N-(4- 
h U 7il/tD^jK>yJl/)^>X7 5; K Tf*S»*Jl 1 IB© ©to 

5 . 5-[2-7j;VA'f ^ jb-2-(^f ;i/7;i/7^f-jl/)xf ;i/]-2-^ h 
^'>-N-(4-h'j7j^n^f;K>i;;i/H>X7; h* t- * sii^Ji 
1 I3«©fc£to. 



6. 5-[2-^;u/N* ; E ;i/-2-(^ j^-;i/)xf ;i/]-2-^ h * 
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7. 5-[2-*Jl//i*<f ;i/-2-M;i/*7 h )x^;u]-2-^ h*$/-N-(4- 

8 . 3-[4-^ h *S/-3-[N-(4- h g 7;i/tn^fM>y;v)]*;i/ 

9 . 3-[4-* h **>-3-[N-(4- h D 7 )l X U t J- )l i? )]/ )]% )\/ 
10. 3-[4-* h * v-3-[N-(4- h U 7 U * ? > V )V )] * 
1 1 . -$5$ ( 1 ) 



0 




<1) 



Rli*;i/*>^s, *;i/t^^^f;n, ch 2 chxcoy ( c c 

7?X(i^;i/*7- h^Xtt S(0)nMe (n=0,l Xtt 2)£, Y(i7^S 
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